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.0051841 



#^ ^*>: 2004/3/26 



* *>7i *ph 13 ^i^t ^. £Jfl7> ^ € ^ x ^ 1000nm 



[S^H i] 



■N^N-CH,-J 



A 1 y ^ A 2 

— N >r N " CH 2 

X 



n 



#7l *«H HA», X, A lf A 2 n^r ^^1^ 7l« tfth 



5. 1 
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'0051841 . , ^ , 

^ 2004/3/26 

^ -^^{Nano-particles comprising cur cur biturii derivatives, 

Pharmaceutical composition containing the same, and process for the preparation thereof} 

TIM. ul^7 r **fcHHH|S ^ >J1) ^ ^ W Wflo1 ^ 

* *M. 4*£ 4444 o^ 7l ^ oj^^ ^ A]?Mr ^ 



2> 
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TO51841 

• 3 '8^: 2004/3/26 

014 4 1/301 Wa ^ Ws DjJf . ^ ^ , 

Daft*)** *•<>] m. s 4« „ a# 7fl«* « + 

♦WW 49*HM «*M. «* *H «W 4*4 W , W , w , ^ ^ 

* 7,<B«) 4*4, <HM W * o,*^* ^ K 

*«. #71 4«* * 4 «« W w ^ w OJJMjqa ^ ^ oW 

*. *w, fllW> ^ M ^ ^ tMW JMW4i s)> AJ;8 . ?Wi „ 

WS °'«^ Al 2a Corp.. Elan Corporation. Pic, 

Dura Pharmaceuticala Inc., Andrx Corp. ,Vivus Inc., *S| 

•WW*** 4W ^ *M (dniB carrier) ^ w ^^^ (formulation)J . 

*a SI*. W»J a** WtM aM Mo , ^ ^ 

=1 3* PLA(po.ylactide), PLGA(poly(lactide-co-gIycclide)), PEGCpoly ethy.eneglycol), * 
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<8> 
<9> 



•051841 . _ 

#^ 2004/3/26 

^ 7 ]^o]U oJ^Oj* «3<H©> fcth 

M*W « 44 3^ ^ Wf 7> ^ ^ ^ # 

XH, -ids*} si ^ ^ ^ 

WWW- 1905* 4««(r. Behrend), pMICE. Meyer), 44 (p. RuscheH s,* H 

* l * £ WCLiebiga Ann. Chem. 1905, 339, #5)2** 

(glycoluril)^ 4*4 ^ _ Ha1 ^ ^ 

01 01 C 10 HnN 7 0 4 - 2H 2 0^ SH^£ ^ W^JI 

^ H-^^l ^uf. 

1981* ^(W. Mock)* W ***** 0] ^ ^ ^ ^ ^ 

^ #5L c 36 h 36 n 24 o 12 ^ 444+ *fe4t ahj-h- X _, d Waf 
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1051841 

2004/3/26 

*m a ?2t ^^(J. to. Chem. Soc. 1981, 103 , 7367). a»* o, 



377 Al) 

:12> 



-1* 2000*0,) fl ^ „ Wiq¥[6]M 

MJL 4*4 w X _ AJ ^ ^ * W »4(J. Am. Che*. Soc. 2000, 122, 540). 

^*fl#« *«f*7|*Ji 00/68232O11- *>7l # M 14 ^ W ^ 
[n]* 7flAl%>j7 ^tf, 

l4> 1] 



5> 



/ 

*V >^ 



C J 



CA^ew. Cta. Int. Ed. B*l. 1992, 31, 1475). o, te =oJ s) ^_ £# 

***** ^ 7 ^ f^lW^M ae), „,« ^ 

"^•^ [5] Kdecamethyl cucurbit [5] uril)-i- ^«r^cf. 
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'0051841 

Q*}: 2004/3/26 
20> [3E. 1] 

21> ^y^^ Hl^o.^^-^ 



22> 



i^F 


A/ 


?^Ff 


TV . 


lh 3 ch 2 ux)h 


5.9 


X 


102 


M-l 


Phe 


1.4 x 


103 


M-l 


NH 2 (CH 2 )6NH2 


2.7 x 10 6 M-l 


L-Ala 


l.C 


1 X 


103 


M-i 


Me(CH 2 )4NH 2 


2.4 


X 


104 


M-l 


L-Val 


1.4 


X 


10 3 


M-l 


H 2 N tCH 2 ) 5 0H 


6.9 


X 


10 2 


M-l 


Phe-gly 


1.1 


X 


103 


M-l 


H 2 N(CH 2 ) 2 C00H 


2.3 


X 


103 


M-l 


Leu-gly 


3.7 


X 


102 


M-l 


H 2 N(CH 2 ) 2 CN 


4.4 


X 


102 


rl 1 


aly-val 


1.5 


X 


lO 3 


M-l 



> # 3e FDA°i]^i WW ww«(o»iipi«ti«) 4 wn* 

(pseudo-rotaxane)* *« DNAS) ««^.] ^aj B> yon,, 

(KR01-7169, Angew. Chem. Int. Ed., 2000 and 2001). 
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26> 



'051841 A=rt rtl . 

#3 ^^>: 2004/3/26 

(self-assembled monolayer)^ , #^J2J2_^ **14*I|(GQD) ^ 

^sqfe oj-^^oj wl^^^- ^fet^ A> ^ w> ^ 

71, ^3-^-71, ^qjl flfe o^^] ^ej^EjjE. 

^£*H H]«fl a^oi^, p fl -o ^ ai^o.^ 

cfC^-JlS. l; tR"#€ 2003-0008453, PCT/KR02/02213) 
8> 2] 



>7> 
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1BMBD051841 



^ 2004/3/26 



<29> 



r 



0 
u 

N^N-CH 2 -M 



■N^N-CH ; 
0 




30> 



31> olofl, .M. ^-^^^ ^ # o ] A]^ J1) jfr^Q f ^ lf| o] a] 

* ^ ^-71 M-i, <g*H o^ # oi a^M- ^ 

* yarM a the ^- 7 ) ^ o^ H1 ^ m 



J3> 
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0051841 



^ Qx}: 2004/3/26 



<H 33 1 ifl*l lOOOnm 3.7] ^ q-ic oj^-g. afl^tf: 

37> [^-^ i] 



38> 



H N N — CH 2 -M 

A 2 

N^.N— CH 2 

X 




39> 



10> 



#7] 16(1^, 

X^r 0, S 5£fe NHo]ui; 



tl> 



12> 



Ai g A 2 ^ 3-3- ORi, OR 2 , SEfe SRl, SR 2, NHR 1 , NHR 2 o]^ j 

Rl - R2 ^ *w *w at «i*una d-c so *m «i 

Cx-Cso *|* Site Ci-CsO Ste C 2 -C 30 7> = iL 

*|* iEte d-Cso ^Att*. *l* 5Ete Cx-Cso JEte 

«l*l«r€ Ci-C 30 *l« SE^ d-Cso *|JELJWtt*. jq* SLte 

C1-C30 *!«■ SLte C1-C30 SEte wl*}«r€ Ci-C 30 3 *M 

*m c 5 -c 30 AIM**. * m ^ Hl3 q W C2 _ Cso 

*|« je^ ui c 6 -C 3 o <«. *l« i&te c 6 -c 20 o>^^«. *!* ate 
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0051841 #3 2004/3/26 

c 4 -c 30 sNl^o^, ^ * m ^ c 4 -c 20 ^ tWWttajg. t^8« «4| 

^ n^a- 4 ifl*] 20^ ^^o]rf. 

tg^^ i+i- og^ H ^«^ (guest molecule)SAi SfisUjyg^ol ^ 

:45> ^ j| £ ^ js.^ ^*>7] fl*H f Tg}-^ 

46> *7l 1*1 W«1M ^-71-§-pH ^ -M* aflS*^ 

47> ^-71 -g-AJH] #^ ^.^17]^- 

48> ^7] .g.ajjcq ^ ^.g.^ # ^ o]^- 100 r UM*] ^ - 

50> ^ t ^ a. 

3> ^-71 -n-71-8-^^ ol-S- 100 °C oWtf| *3 ? 
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0051841 



^ W*>: 2004/3/26 



<55> o]*}., jitj. -a^^. 

M-ic «a^>S.Ai, 33 1 tfl^ lOOOnm H7)* #feti|.. ^-7] uj-i, <y*>§ 



:58> 



A U 

N N — CHo- J 



1 ) (-A 2 

N_ _N — CH 



n 



59> 



>0> 



#7) 3}-^ lofl^, 

Xfe 0, S 2E^r NH^lJi; 



>1> 



;2> 



Ai ^ A 2 ^ ^ 0R1, OR 2 , iE^r SRI, SR 2, je^ NHR 1 , NHR 2 o]^, 
^"71 Rl * R2^ ^ ^fl*, o S ^ * m ^ Ci _ c 3Q M _ ^ ^ ^ 

C!-C 30 *|« *Efe ul^lM Ci-Cso *MW. *|*« I*] *|« C 2 -C 30 ^M. 

WW, 5£^ Cl -C 30 BlAW. *1* ^ Cl -C 30 *1* 

Cx-Cso *NM. ^ Ci _ C3() ^4^0^ ^ afe 

Ci-C 30 «Ul*. *|* 2£^ Cl -C 30 •MlW, SE^r Cl -C 30 ^ *W 



26-14 




0051841 #3 2004/3/26 

2nW3.fi.tta, *i* C5-C30 ^ltiti, sit *\*\** c 2 -c 30 ^BflsAi 

M*W. Sfe Cg-Cso *1* Sfe C 6 -C 20 <>l-tt«L, *l«r J£*r 

C 4 -c 30 «fl^so>« f ^ *)«. c 4 -c 2 o^ t^8* 

<63> n ,g_ 4 20^1 1)-. 

<64> # 7 ) 4ic ^ Jl^>7> l£) 

-frJE*|£=. tf* J"4» « - fl* « o H5 J. ^ ^oJlA^ ^fl^O] # 

^ ^ flth ^-71 4*44 Jl*^afe PLGA (poly(lactide-co-glycolide)), PEG 
(polyethyleneglycol), ^eKtt^Wii^iEim^lH), t^-e-^flf^, 

W*, Sfe o 1# ^ aw - ^o. t+> oH ^ 

^ fli*. ^»4 M oi ^71 i+infl^ **c| 4^£-*Kguest molecule)^ - 
#7) -8-7] ^ti-^ g>o)= M =Ei^, Hefl-q^, B| i£ A E) ,^ | ^ 



57> 
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0051841 %% 2004/3/26 

<68> ^ 7] *UMJ*fc« f G-CSF(granulocyte colony-stimulating factor), 

GM-CSF(granulocyte-macrophage colony-stimulating factor), ^le)^S.5.o)o]l^ 
(erythropoietin), *l^ t #^>^, tt^lSVl (calcitonin), 

ACTH(adrenocorticotropic hormone), dL^S^^B^ (somatostatin), dL*>£S3.Jfl 
(somatotropin), :£*r-^l ^ (somatomedin) , ^^HHd Jis.s., = Al#£pjL 

3, (prolactin), <ffl#«. VEGF(vascular endothelial growth factor), «*|*^ 

(enkephalin), «}&«*j-4l (vasopressin) , ^^^^7 r (nerve growth factor), 
3 °r^<£ (non-natural ly occur ing opioid), 91^}^, ^^^^(asparaginase), 
^l^Kalginase), t\±W* (superoxide dismutase), Bli 4} (trypsin), W]SL 

3=^(chymotrypsin), ^^1, SEfe o^o] s ^ A )._g_^. «~ ^o.q. f ojofl ^ . 

69> ^7] oj7>» 

70> # 7 ] 3^ 1^ ^ -frsyfl* -H-71-g-Pflcfl ^ -g-oP^. 

71> #7) -g-^ofl ^ 7]-*>J7 J^M^fe 

72> Aj- 7 ] fctftf .g.^ 0.7^3 # ^ O]^ 100 «C P)^ ^ - 

73> +71 -g-t,fl 7 > *H7i£ -S-71 -frq* 4^,03. ^^A]7]^ #7fl* ifl-«t|.. 
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0051841 #3 2004/3/26 

#31; 

<76> #7] -g-oflo]] 7} ^ }JL £X]-X\?}^ 

<77> ^.o^oj ^ oH V 10Q . C o]§H ^ * 

C78> 0.7] ^ 7l . ^.ofl^ ^^o. S ^Z]-A]7l^ #7fl# Stf^. 

M-^ «9*> S^r *MflW ^l^m ^ ^-71 J1^7>^^ plga 

(poly(lactide-co-glycolide)), PEG (polyethyleneglycol), #E) (IblHcKt^lieJM B) , # 
2]-£-^f^, «S.SLi , , site ^^-ol A>-g- € 

* "M^fe tSSIf, ^^€^^1-, c]f S£ ^, cHTg^o^lJE., 
& Sfe 2~-®o) ^o.v4, olofl ^s]^ o>-u)4. 

31> ^ti^ -a-£^7> ^.«fl€ *«M 7}^H ^Al7l^ ^c|A), #^ -g-ofldl y] 

*M ^* 7H)o> *H -§-oj] ja^ ^ 1QHfl # ^ 7> ^ ^ w> ^^ 

A >-§-*M S^M-S 5-^*>»l ^H^t}. 
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<82> 



<83> 



*" * 7 )* B ^ <>l*£a ^dAs*) -B-7]-g-nfl* *jpM<l4. -8-71 -g-pfl* Tfl 

^ ^r^N-^ 1 xfl^l lOOOnm uj-ic ^ 

•l*h * ^-t- 4*1 f« Jitf c] 5 ^ 

:86> jj^zh^ qj 

l mg 3l (*OT^M*a1)12**|«1*«* o.l mL^ 3)He}-*M £S*tf(THF)4| ^ 
*1 * 10 mL^ 9*^* 7>*H ^?1HB^ 10 «■ *4MSt|-. a. ^ 

^a>^«h1^as. ^ 10 o,, Ai 200 q.^^, 37l ^ 444 ^ 

i8 > *7l ^A>^>^p]^ 0. S %<§ ^ £ 16j) uj-^^q. 

J9> ^ Al^l 2 

)0> kb^SL^ an*- 

(1> 1 mg ^ ^^-^^^1 )i2^^ H)**^ io mg q PLA » o.l mL^ B)|H*)-*M r= Sfl : 
^(THF)ofl ^d*l ^$1 * 10 mL^ *HKHI 7 >*M -an^o^a 30 «■ i*a* S &$x\ 



26-18 




<94> 



M*0051841 „ W: 2Q04/3/26 

<92> ^AHI 3 

1 mg^ C*ftEU = S**Al)12^*l*«* 5 mg ^ PLA, g 5 mg^ o.l mL^ 

* *M °1* «-8*B)7la £*q*H(3500 rpm) £3^-5^. 

95> -^AHI 4 

37> 1 mg^ (^^^S.^)n2^m^^ 10 mg ^ PLA, « 1 mg ^ ^M^sas^ 

* 0.1 mL3 ^S^H^-^ (raF) ^ ^o] ^ 10 ^ 7> * H -fei^o^ 

swaia tof* ^sanMss** (THF)li . <^ ^ ^ 

9> g*Lg a.v<?|4 
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0051841 #3 2004/3/26 



:100> 



1 mg^ (4OT^ = a*^Al)i2^Hl«4 10 mg 4 PLA, 3 1 mg^ 0 .1 mL 

3 TOF* &m E)lB^>ol^ S -^ (THF)# ^ 

!#M iW* ^Al^tf. o 1# ^^ 7 ] S ^^ H( 4000 rpm) 32*^. 
ioi> ^ aHI 6 

102> ^l^ol g^g q-^q]^ 

1 mgi^ (^^A«S*^Al)i2^Hl^4 io mg 4 PLA) g 2 mg ^ ^A lsid * o.i 

3^ THF# ^T^u}-. EflH^o]^-^ (XHF) ^. ^ gj-og 

» *^<H 1*3* «]* fl^^s W ^(35oo rpm) ^*r$|rf. 

jt^l 



04> 
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051841 



#^ U*>: 2004/3/26 



WW!*]! 
1] 



^71 1^ ^V)^ $-5^)7} -g-^j^ S§A^ ^ 1 ^ 1000nm 37] ^ ^ 



[ SJ-«H 1] 



[ 



i — cw_— ] 



N^^N — CH^ 

_N OM 2 



n 



^7j loj]Ai, 
X^r 0, S NHolJi; 

A i ^ A 2 fe ^ ORl, 0R2, SRI, SR 2, NHR 1 , NHR2 <>M , 

W Rl «! R2^ AA ^*\<LSL 5£fe d-C 30 ^ SEfe «1 

d-cgo *i« a* d-cso w*. C 2 -C 30 

*1€ Ci-C 30 ^-SL^, SE^r C1-C30 *|«. 

C1-C30 £€<Mfi, Cl -C 30 ^ltt^, d-Cgo^ 

±%^sl<£^, *i« uui&a C5-C30 ^ ^ C2 _c 30 

*l* C 6 -C 30 *|* Hl^r C 6 -C 2 0 <>l*«l. *|* S^r 
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C 4 -C 30 **S«>*. « *1* 5£fe C 4 -C2 0 ^l *HS.<>1-*«L3. t^8« ^ofl 

n^r 4 ifl*l 20^ ^J^ 0 !^. 
2] 

*fl 1 1H 5£°H, JL^*}7} c] afl-SM -g-^^ 3^ ji^oe ^ ^ og 

*>. 

C^^*J- 3] 

2 «<* #7) 4«ffl4 al*^fe PLGA (poly(lactide-co-glycolide)), PEG 

(polyethyleneglycol), *^(£«*Wi=.a]-a^a|MH), #B)-e-*|-**^, ifl-i-S.^ 
*£*0, ^-¥--J, o^x^ > ^ o]^ ^ f ^,o S ^ ^ og^ K 

4] 

5] 
6] 
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1^^)051841 # ^ w . 2004/3/26 

7] 

*l 5 W\, ^7} oi^^e^., G-CSF(granulocyte 

colony-stimulating factor), GM-CSF(granulocyte-macrophage colony-stimulating factor), 4| 
Hl^ioHl^ (erythropoietin)> ^ w> tfAlSVlCcalcitonin), 
Adrenocorticotropic hormone), ^>£^^Sl (somatostatin) , 

(somatotropin), ^>S^)^ (somatomedin), ^-w]# 

3. (prolactin), <S!#^, VEGF(vascular endothelial growth factor), 

(enkephalin), «KSi5. 44 (vasopressin) , 4^##^*Knerve growth factor), 

3 1-^ (non-natural ly occuring opioid), 91^)%, *}*^7]H*\*l (asparaginase) , 

^^(aiginase), ^^a>o]s. tjifl.^ (superoxide dismutase), 3= ^(trypsin) ,7lS. 

H^-tl(chymotryp S in) ( oj^o} 5^*1 ^ 

I^^Sr 8] 

#7] -g^S] -8r£# #7] -B-71-g-Pfl^ o]^ 100 ° C ^ - 

4M -§-pfl7> *fl7m -8-71 ^o_3. ^A^lfe ^) ! ^ ^ 

[^A] 1] 
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'3 Si*>: 2004/3/26 




-8-71 S|-flH loflA-1, 
X 0, S NH^lai; 

Ai « A 2 ^ ^ ORl, 0R2, JEfe SRI, SR 2, £ ^ NHRl, NHR2 o^, 

W Rl « R2^ z^- W 03= ^ ^ m =fc c ^ 3Q ^ _ m ^ 

d-Cso Mid, *|« 2- Cl -C 30 *M*. *1W S=fc Hl^m C 2 -C 30 

*|* a- ui*i«3 d-Qao ^tt*. *|*. 3E fe ^ M Cl -C 30 *|« a 

Cx-Cso *l* a* Cl -c 3 o ^^Itt *|« s= fe w M Ci 

-C 30 W«, *1* 2£fc »]X\** Cx-Cso *)$± ^ Cl -C 30 ^ o>p lit 

ihmaiw. a* c 5 -c 30 ^ltiti, *m » c 2 -c 30 nn^m 

stt*. *1€ ^ »i «| M c 6 -c 30 *m a* c 6 -c 20 s ^ ttl 

c 4 -c 30 ^aoi*. g *|« s ^ ^ £0}|Ma 

n£- 4 vfl*] 20^ ^^©14. 
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l»3Ro51841 



#^ 2004/3/26 



9] 

#7] -g-orjofl ^ 7>*}31 ^A^lfe ^1; 

-g-oP^ ^^pflo^ ol<8 . 100 « c ^3 - 

^l^o.s.^ ^-71-8-nfl* t^Ht #31; 32 
[^n 1 ^- 10] 

&*fl|A) SI*** ^7>S JM*H -g-^ *fl:£*Rr ^1S^. 

11] 

12] 

*f) 8 * 3L±± »1 9 flo^, ^-a> a]71 - ^Uj^olBj^. A}-g-*l-a) ^sj. 
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